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22. (Amended) A pharmacplitical composition [selected 
from the group] comprising [consisting of tumor cells,] tumor 
cell extracts comprising a >|:5eptide [ . and] or a mixture of tumor 
cells and tumor cell extracts comprising a peptide , said 
composition mixed wixh an immunological adjuvant, said 
composition useful for the treatment of [cancer] melanoma. 

Claim 23, line following "autologous" delete "," 

insert therefor --or--; 

Claim 23, line 3, following "allogeneic", delete ", or 
stem cells " . 

REMARKS 

Claims 1-7, 10-31 are pending in the above -identified 
application. Claims 11-21 are canceled above without prejudice 
to the filing of one or more divisional applications. 

The disclosure is objected to in regard to the language 
''Beicille,'' "DFS," and "TS" . Applicant encloses herewith the 
first pages of two references wherein "BCG" is identified as 
bacille Calmette-Guerin and Bacillus Calmette-Guerin, see 
Veronesi, at al . , NEJM 1982, 307:913 and Laucius, et al . , Csincer 

, 40:2091, respectively. Nonetheless, the specification is 
amended above such that ^^Baicille^^ is replaced with Bacillus , DFS 
is replaced with disease-free survival (DFS) and "TS" is replaced 
with total survival (TS) . Those of ordinary skill in the art 
would recognize the misspelling of "Bacillus , " support for the 
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insertion of "disease-free survival" and "total survival" may be 
found in the specification as filed, in Example 6, page 41, lines 
14-15. 

The specification is objected to for not providing a 
graph which is referred to on page 24. The text objected to is 
deleted from the specification as set forth in the amendments to 
the specification above. 

In view of the amendments to the specification and the 
remarks set forth above, Applicant respectfully requests 
withdrawal of the objection to the specification. 

Claims 1-7, 10, and 22-31 are rejected under 35 U.S.C. 
§112, second paragraph as indefinite. In regard to claims 2 and 
23 this rejection is due to the inclusion of the language "stem 
cells." It appears that this rejection is directed to claims 4, 
and 23, which are amended above to delete "stems cells." 

Claim 1 is rejected as it is apparently unclear whether 
the hapten is conjugated to the irradiated composition or whether 
it is separately added to the composition. Claim 1 is amended 
above such that the hapten is conjugated to the irradiated 
com.position. 

Claims 1, 4, 22, 30, and 31 are indicated to be vague 
due to the language "tumor cell extracts," The language of 
independent claims 1 and 22 is amended such that tumor cell 
extracts comprise a peptide. Support for this language may be 
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found in the specification as filed as pointed out by the 
Examiner in the Office Action dated April 1, 1995. The peptide 
may be isolated from the cell surface of a cancerous cell. By 
definition recognized by those of skill in the art, peptide 
includes the definition of a protein, as peptides and proteins 
includes more than one amino acid linked by the carboxyl group of 
one amino acid to the amino group of another amino acid. 
Accordingly, the .definitions set forth in the specification are 
consistent and not contradictory. 

In view of the amendments to claims 1, 4, 22, and 23, 
Applicant respectfully requests withdrawal of the rejection under 
3 5 U.S.C. §112, second paragraph. 

Claims 22, 26, and 27 are rejected under 35 U.S.C. 
§112, fourth paragraph as improperly dependent on a previous 
claim. Claim 22 is amended above such that claims 26 and 27 are 
properly dependent therefrom. Accordingly, the rejection under 
35 U.S.C. §112, fourth paragraph should be withdrawn. 

The specification is objected to and claims 1-7, 10, 
and 22-31 are rejected under 35 U.S.C. §112, first paragraph as 
failing how to adequately make and use the invention. 
Applicant's direction is directed to the Rotzschke et al . 
reference which describes the isolation of viral peptides from 
major histocompatibility complex class I molecules in tumor cells 
infected with virus. While Applicant adapted the Rotzschke et 
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al . method of isolating peptides to the isolation of peptides of 
the present invention, the present invention is not directed to 
viral infection. 

In regard to the references of Rotzschke at al . , 
Bystryn, Finn, Helstrom et ai . , Livingston at al . , and Hoover et 
al . cited by the Examiner in the Office Action dated April 7, 
1995, Applicant respectfully points out that these references, 
however, are taken out of context. 

The references cited above do not provide the required 
burden for a showing of enablement as provided by the M.P.E.P., 
the Board of Patent Appeals and Interferences, and the Court of 
Appeals and Interferences. Applicant directs the Examiner's 
attention to In re Jolles, 206 U.S.P.Q. 885, 890 (C.C.P.A. 1980) 
where the Examiner and the solicitor were reprimanded by court 
for failing to support their assertion of "incredible utility." 
While the predictability of che similarity between the 
disclosures of the cited references and the present invention is 
apparent to the Examiner, at the same time, the unpredictability 
in the art and the claimed method results in rejections under 
§112 . 

Applicant has met the burden provided by M.P.E.P. 
§608. 01 (p), the Board of Patent Appeals and Interferences, and 
the Court of Appeals for the Federal Circuit in establishing the 
enablement and written description requirement of the present 
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invention. In view of the remarks set forth herein, Applicant 
has met the burden of proof required to establish enablement and 
written description of the present invention and the burden has 
now shifted to the Examiner. Accordingly, Applicant respectfully 
requests withdrawal of the rejection under 35 U.S.C. §112, first 
paragraph . 

In view of the remarks set forth above and the 
amendments to claims 1 and 22 above such that the method and 
composition of the present invention are directed to melanoma, 
Applicant respectfully requests withdrawal of the objection to 
the specification and rejection of the claims. 

Claims 1-6 and 22-29 are rejected under the judicially 
created doctrine of obviousness -type double patenting as 
unpatentable over claims 1 and 2 of U.S. Patent No. 5,290,551. 
Claims 1 and 22 are amended above such that the language "tumor 
cells" is deleted therefrom. The 5,290,551 Patent does not claim 
tumor cell extracts comprising a peptide or a mixture of tumor 
cells and tumor cell extracts comprising a peptide. Further, 
there is no disclosure in the specification of 5,290,551 which 
suggests the tumor cells may be mixed with tumor cell extracts 
comprising a peptide. Thus, as the claims of the present 
application do not contain all of the limitations of claims 1 and 
2 of U.S. Patent No. 5,290,551, claims 1-6 and 22-29 of the 
present invention are patentably distinct therefrom. 
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Accordingly, in view of the amendments to claims 1 and 22 and the 
remarks set forth above, Applicant respectfully requests 
withdrawal of the obviousness -type double patenting rejection. 

Claims 1-6 and 22-29 are rejected under 35 U.S.C. 
§102 (a) as anticipated by Murphy et al . 

The standard for anticipation under §102 is one of 
strict identity. An anticipation rejection requires a showing 
that each limitation of a claim be found in a single reference, 
Atlas Powder Co. v. E.I. DuPont de Nemours & Co., 224 USPQ 409, 
411 (Fed. Cir. 1984) . 



treating melanoma comprising administering to a patient a 
therapeutically effective amount of cyclophosphamide; 
administering a therapeutically effective amount of a composition 
comprising an irradiated composition of tumor cell extracts 
comprising a peptide or a mixture of tumor cells and tumor cell 
extracts comprising a peptide, wherein said tumor cell extracts 
comprising a peptide or said mixture of tumor cells and tumor 
cell extracts comprising a peptide is conjugated to a hapten 
{claim 1) and a pharmaceutical composition comprising tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide, said composition mixed 
with an immunological adjuvant, said composition useful for the 
treatment of melanoma (claim 22) . 



The present invention is directed to a method for 
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The disclosure of Murphy at al, is directed to a method 
of treating melanoma comprising administering to a patient a 
therapeutically effective amount of autologous, irradiated DNP- 
conjugated melanoma cells mixed with BCG. This is not 
Applicant's invention. Murphy et al , do not disclose tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide for use in treating 
melanoma. In view of the standard set forth by Atlas Powder, the 
amendments to the claims and the remarks set forth herein, it is 
respectfully requested that the rejection under 35 U.S.C. §102 (a) 
be withdrawn. 

Claims 1-7 and 22-29 are rejected under 35 U.S.C. 
§102 (a) as anticipated by Berd et al . , Proc. Am. Assoc, Cancer 
Res. Ann. Meet. 1990 30:382. 

The standard for anticipation under §102 is one of 
strict identity. An anticipation rejection requires a showing 
that each limitation of a claim be found in a single reference, 
Atlas Powder Co. v. E.J. DuPont de Nemours & Co., 224 USPQ 409, 
411 (Fed. Cir. 1984) . 

The present invention is directed to a method for 
treating melanoma comprising administering to a patient a 
therapeutically effective amount of cyclophosphamide; 
administering a therapeutically effective amount of a composition 
comprising an irradiated composition of tumor cell extracts 
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comprising a peptide or a mixture of tumor cells and tumor cell 
extracts comprising a peptide, wherein said tumor cell extracts 
comprising a peptide or said mixture of tumor cells and tumor 
cell extracts comprising a peptide is conjugated to a hapten 
(claim 1) and a pharmaceutical composition comprising tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide, said composition mixed 
with an immunological adjuvant, said composition useful for the 
treatment of melanoma (claim 22) . 

The disclosure of Berd et al . is directed to a method 
of treating melanoma comprising administering to a patient a 
therapeutically effective amount of autologous, irradiated DNP- 
conjugated melanoma cells mixed with BCG. This is not 
Applicant's invention. Berd et al . do not disclose tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide for use in treating 
melanoma. In view of the standard set forth by Atlas Powder, the 
amendments to the claims and the remarks set forth herein, it is 
respectfully requested that the rejection under 35 U.S.C. §102 (a) 
be withdrawn. 

Claims 22-25, 28, and 29 are rejected under 35 U.S.C. 
§102 (b) as anticipated by Berd et al . , Cancer Res, 1986 45:2572- 
2577 (reference AD of Applicant's Form 1449 submitted July 12, 
1994) . 
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The standard for anticipation under §102 is one of 
strict identity. An anticipation rejection requires a showing 
that each limitation of a claim be found in a single reference, 
Atlas Powder Co. v. E.J. DuPont de Nemours & Co., 224 USPQ 409, 
411 (Fed. Cir. 1984) . 

The present invention is directed to a method for 
treating melanoma comprising administering to a patient a 
therapeutically effective amount of cyclophosphamide; 
administering a therapeutically effective amount of a composition 
comprising an irradiated composition of tumor cell extracts 
comprising a peptide or a mixture of tumor cells and tumor cell 
extracts comprising a peptide, wherein said tumor cell extracts 
comprising a peptide or said mixture of tumor cells and tumor 
cell extracts comprising a peptide is conjugated to a hapten 
(claim 1) and a pharmaceutical composition comprising tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide, said composition mixed 
with an immunological adjuvant, said composition useful for the 
treatment of melanoma (claim 22) . 

The disclosure of Berd et al . is directed to a method 
of treating melanoma comprising administering to a patient a 
therapeutically effective amount of autologous melanoma cells 
mixed with BCG. This is not Applicant's invention. Berd et al . 
do not disclose tumor cell extracts comprising a peptide or a 
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mixture. of tumor cells and tumor cell extracts comprising a 
peptide for use in treating melanoma. In view of the standard 
set forth by Atlas Powder, the amendments to the claims and the 
remarks set forth herein, it is respectfully requested that the 
rejection under 35 U.S.C, §102 (b) be withdrawn. 

Claims 22-24, 28, and 30 are rejected under 35 U.S.C. 
§102 (b) as anticipated by Pattillo. 

The standard for anticipation under §102 is one of 
strict identity. An anticipation rejection requires a showing 
that each limitation of a claim be found in a single reference, 
Atlas Powder Co. v. E.I. DuPont de Nemours & Co., 224 USPQ 409, 
411 (Fed. Cir. 1984) . 



treating melanoma comprising administering to a patient a 
therapeutically effective amount of cyclophosphamide; 
administering a therapeutically effective amount of a composition 
comprising an irradiated composition of tumor cell extracts 
comprising a peptide or a mixture of tumor cells and tumor cell 
extracts comprising a peptide, wherein said tumor cell extracts 
comprising a peptide or said mixture of tumor cells and tumor 
cell extracts comprising a peptide is conjugated to a hapten 
(claim 1) and a pharmaceutical composition comprising tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide, said composition mixed 



The present invention is directed to a method for 
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with an immunological adjuvant, said composition useful for the 
treatment of melanoma (claim 22) . 

The disclosure of Pattillo is directed to a method of 
treating malignancies of the reproductive tract, see page 809, 
"Materials and methods." The Pattillo method comprises 
administering to a patient BCG. Tumor antigen is prepared and a 
filtrate is added to BCG and spread on the skin. This is not 
Applicant's invention. Pattillo does not disclose tumor cell 
extracts comprising a peptide or a mixture of tumor cells and 
tumor cell extracts comprising a peptide for use in treating 
melanoma. In view of the standard set forth by Atlas Powder, the 
amendments to the claims and the remarks set forth herein, it is 
respectfully requested that the rejection under 35 U.S.C. §102 (b) 
be withdrawn. 

Claims 1 and 10 are rejected under 35 U.S.C. §103 as 
unpatentable over Herd et al . , Proc, Am, Assoc, Cancer Res. Ann, 
Meet, 1990 30:382, or Murphy et al . in view of Geczy et al , 

The present invention is directed to a method for 
treating melanoma comprising administering to a patient a 
therapeutically effective amount of cyclophosphamide; 
administering a therapeutically effective amount of a composition 
comprising an irradiated composition of tumor cell extracts 
comprising a peptide or a mixture of tumor cells and tumor cell 
extracts comprising a peptide, wherein said tumor cell extracts 
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comprising a peptide or said mixture of tumor cells and tumor 
cell extracts comprising a peptide is conjugated to a hapten 
(claim 1) and the method further comprising sensitizing the 
patient with a therapeutically effective amount of 1-f luoro-2 , 4 - 
dinitrobenzene prior to administering cyclophosphamide (claim 
10) . 

Berd et al . and Murphy et al . disclose a method of 
treating melanoma comprising administering whole cells mixed with 
BCG. Neither Berd et al . nor Murphy et al . disclose the 
administration of tumor cell extracts comprising a peptide or a 
mixture of tumor cells and tumor cell extracts comprising a 
peptide in the treatment of melanoma. Further, claim 1 does not 
require sensitization of the patient with DNFB prior to 
cyclophosphamide administration. Claim 10 is directed to the 
administration of DNFB prior to cyclophosphamide. 

Berd et al . disclose the administration of DNCB and 

cyclophosphamide prior to administration of a vaccine comprising 

melanoma cells. Murphy et al, disclose administration of DNP and 

cyclphosphamide prior to administration of a vaccine comprising 

melanoma cells. Geczy et al , disclose that DNCB and DNFB may be 

used to elicit delayed hypersensitivity. However, there is no 

suggestion to combine the teachings of Berd et al . or Murphy et 

al. with the teachings of Geczy et al . 

Under section 103, teachings of references 
can be combined only if there is some 
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suggestion or incentive to do so. . . The mere 
fact that the prior art may be modified in the 
manner suggested by the Examiner does not make 
the modification obvious unless the prior art 
suggested the desirability of the modification. 

In re Fritsch, 23 USPQ2d 1780, 1783-1784 (Fed. Cir. 1992) . Berd 

et al . or Murphy et al . do not suggest that DNCB or DNP may be 

replaced with DNCB or DNFB of Geczy et al . Further, lacking from 

any of the references is a teaching that sensitization of the 

patient to DNP is not needed in accordance with claim 1. 

In view of the remarks set forth herein and the 

amendments to the claims above, Applicant respectfully requests 

reconsideration and withdrawal of the rejection under 3 5 U.S.C. 

§103 . 

Claims 1-7, 10, and 22-29 are rejected under 35 U.S.C. 
§103 as unpatentable over Berd et al . , Proc. Am. Assoc. Cancer 
Res. Ann. Meet. 1990 30:382, in view of Fujiwara et al . , J". 
Iwinunol. 1980 124:863 (AQ of Applicant's Form 1449 submitted July 
12, 1994) and Fujiwara et al . , J. Immunol 1984 133:510 (AS of 
Applicant's Form 1449 submitted July 12, 1994) and Geczy et al. 

The remarks set forth above in regard to the teachings 
of Berd et al. and Geczy et al. are incorporated herein for the 
sake of brevity. 

Fujiwara et al . (AQ) and (AS) teach away from the 
present invention as set forth by the following examples which 
distinguish Fujiwara et al . (AQ) and (AS) from the present 
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invention. Fujiwara et al . teach induced transplantable murine 
tumors and immunoprophylaxis . 



which is induced in one mouse; extracts of that tumor are then 
injected into other mice. On the other hand, human tumors 
treated with the vaccine of the present invention are 
spontaneous . Those of skill in the art understand that induced 
tumors are easier to manipulate than spontaneous tumors. In 
addition, results obtained with induced tumors are not applicable 
to treatments for spontaneous tumors. Furthermore, Fujiwara et 
al . employ the process of immunoprophylaxis . In this process, a 
normal mouse is treated with a vaccine. Several weeks later, 
that mouse is injected with live tumor cells. The investigator 
measures the growth of the tumor and compares it with the growth 
rate of the same tumor injected into another mouse of the same 
strain that had not received the vaccine. The DNP vaccine of the 
present invention is used in immunotherapy , in which a patient 
presents with a growing tumor. Only then is the patient treated 
with a vaccine. While immunoprophylaxis is more effective than 
immunotherapy, it is only possible to do immunotherapy in humans. 



the claimed invention as an instruction manual or 'template' to 
piece together the teachings of the prior art so that the claimed 
invention is rendered obvious." In re Fritch, 23 USPQ2d 1780, 



Fujiwara et al . disclose a transplantable mouse tumor 



Further, it is noted that " [i] t is impermissible to use 
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1784 (Fed. Cir. 1992) . Under this standard, none of the prior 
art of record, alone or in any proper combination, discloses or 
suggests the present invention as defined by the amended claims. 
This is not to say that it is impossible to combine selected 
elements of several references to show the obviousness of an 
invention, however, there still must be a "suggestion or 
motivation in the prior art to make the selection." In re 
Gorman, 18 USPQ2d 1885, 1888 (Fed. Cir. 1991) (claim held obvious 
in view of combined teachings of references showing elements for 
same purpose as claimed invention) . 



(AQ) and Fu j iwara et al . (AS) and Geczy et al . , alone or in 
combination do not teach the present invention, the rejection 
under 35 U.S.C. §103 should be withdrawn. 



Applicant respectfully requests reconsideration and allowance of 
all pending claims. Early and favorable notification to that 
effect is earnestly solicited. 



Accordingly, as Herd et al 



in view of Fuj iwara et al . 



In view of the foregoing amendments and remarks, 



Respectfully submitted. 




MACKIEWICZ & NORRIS 
One Liberty Place - 46th Floor 
Philadelphia, PA 19103 
(215) 568-3100 
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CUTANEOUS MEU^NOMA — VERONESI ET AL 



9IS 



A RANDOMIZED TRIAL OF ADJUVANT CHEMOTHERAPY AND IMMUNOTHERAPY 

IN CUTANEOUS MELANOMA 

U. VERoHEin, M.D.,X Apa-u*. M.D., C. Ausert. M.D., E^Bajetta, G. Be«tta, M.D.. 
C. BONADONNA, M.D.. R. BUFAUNO, N. Cabokelu, M.D.. C. CocoONi. M.D., J. S^'"'* '^.D^, 
De Ma«5iliac M D.. R. L. lEomiPisov, M.D., B. Kiss, M.D„ F. L^jtohb. M.D., R. MacKi^M.D., 

H. Pfc7«, M.D. J. Pmarxo, M.D., E. Paul, M.D., P. Ru-e*, M.D.. R, Sf»Tou, M.D., 

AND R. TomN, M,D. 



Abstmct biarwfc3fiilx«dtrtaldad)uvantcherTO^ 
pv, immunotherapy, Of Immunochemothftrapir, 761evalu»- 
tte patJDrts wflh pattiptoQlcal Stage II cutaneous Mtano- 
ma anywhere on the Ixjdy or wHh pathological SJao* I 
melanoma of the tank (Cterk-B level 3 to 5) were studied by 
the WWd Health Oryanteation International Melanoma 
Group. Wide k)cal excJflfan and oxdetonal regksna! lyrn- 
phadeneclomy a»ne were perfomied In 185 patients and 
tfie results were compared wWi those of surgery ptus 
chemotherapy with dacarbazlne (In 182 patients), air- 
gery plus immunotherapy with badlle Caknette-GuAIn 
vacone (In 203), and surgery plus chemotherapy 

THE rationale for combining lurgcry and chemo- 
therapy in the treatment of melanoma was de- 
veloped from new concepts derived from studies in 
animals, which sbowied thai ihc efficacy of chemo- 
therapy is inversely related to the total lumor^cll bur- 
drn. Chemotherapy was therefore considered more ef- 
fective when given immediately after surgery rather 
than at the time of the appearance of clinical metasta- 



1.2 



In expcrimenul models bacillc Calmcttc- 
Currin (BGG) vaccine was also useful as adjuvant 
therapy, in that it prevented the growth of tumor celU, 
reduced the volume of metastatic spread, and pro- 
loiiKcd survival when given immediately after sur- 

Although the first dinical trials suggested improvc- 
ment in both discase-frrc and overall aurvivai rates 
%vhcn radical surgery was combined with postopcr- 
alivc BCG,*^ opinions on the efHcacy of adjuvant 
chemotherapy or immunotheraoy in human bemgs 
now vary. Some investigators^ '* have confirmed the 
benefit of surgery followed by adjuvant treatment in 
cutaneous melanoma; oihers'*^*^ have reported no 
cflect. The diversity of opinions is mamly due to a Uck 
oi'dau from well-conducted dinical trials, to differ- 

fci*W » Dr. C-ci«W 

luxictl R«e«h timiiute. Soft*, B«l|«»:Oncotogtcml Iwwnte; . 



combined >Mth iiiii M i u ftf ap y (In 181)> 
The rates of dlaeaeHkM sun^ end overall sun^tval at 

36 months were 30;4±8;3 per cent (mean ±S.E.) and 
41 .6± 1 0.0 per cent, l e ap ecthrely, after surgteal treatment 
akHie: 37,2±7.9 per cent and 4&6±e^ per cent after sur- 
gery plus diemotherw; ^4 J±7.» per cent and 4e.7±8.7 
per cent after surgery fikM immunotherapy; and 33.6±7^ 
per cent end 50.0i:8^ per osn* alter auigery plus a conW- 
nation of chemotherapy and knmunolherapy. None of the 
cfifferBnces between groups waa sij^ilfteant, and thus r» 
effect of adiuvanl therapy gouM be demonstrated in tWa 
etudy. (N Engl J Med. 1962: 307:913^.) 

rnt treatment tchcduiet,^ '* to the small number of * 
patients studied,**'*'-"'***" and to thorl follow-iip pc- * 
riods. We now repon the results, of a prospective - 
randomized dinicAl trial carried ^ut by the World 
Health Organizatioo International Melanoma Group 
to compare the effects of adjuvant therapy with r»-(3.3- 
dimelhyl-l-tria«cno)iinida2ole-4-carboxamidc (dacar- 
bazinc), BCG, or both after conventional surgical 
treatment. 

B€aTiioii8 . 

Ffoni Junr 1974 to Ociaber im 931 WgH-fisk patients crtwrnl 
the study after a -ndWaa* iUiKic*! procedure had been prriormed. 
Twmiy center, took put in the imdy. AU patient, with mrlanoma 
wtio wTTc ihuughl to be at Wgh ruk gf rtcunmce were rwwideftd; 
■uch paiicnw had hUtologtcally lympb-node metajuia 

(patholoKical itase II) or Clv^i level 3 to 5 melanama cJ the tnink 
with hbtologically uwavolved regional node (patbokigtcsil Stage I). 
Thcftc two groupa of parienti were rMidoiniaed ■eparacely . Of the 
76 1 evalu.ble patienti, 663 wen In hiitologk Stage 11 and 00 were in 
pxrhologtcal Stage I. 

SurQiCBl Tieeunent 

lU piimary melanoma wai escdicd with bofdcn a( 3 lo S cm or 
„onn-l .kin and CO i.dq»di inchtdlng the faacia ofihe undertymg 
miwde. AH patients hwl a "racficariymph-oodcdiueronn. Patient, 
with no palpable node ente,«i the .tudy provided that lyrnphatic 
drainsffc w«. to a single lymph-node-betriug area. Thr caiowing 
Section. w^ldeEZd«,u.tr^^^ 
radical aailUry di-ectlon up to the .obdawian mu.dc w,ih en Woe 
removal of pectormli. mmor mt-eie. and mdn^l .ngum.. and .Ue 
lymphadeneaomy iadudtng the inguinocnira!. e«em.l i(«c. and 
iihiurator-node gioupa. 

Adjuvant Ti valnwnl 

Adjuvant cb™«chB.py Imum^t b^" .«0 •» » "'i;!.'^ 

diyt^The cyd- w«« crpottd evtry bun week, for H cydo IT 



A PHASE II STUDY OF AUTOLOGOUS IRRADIATED 
^ tSr c'SS PLUS BCG IN PAmNT^ WITH 
METASTATIC MALIGNANT MELANOMA 

. iascs» and a pulmonary m«aMa»i»/ To tot the 

IMMUNIZATION WITH TOMOR CEOS OR CEii . efficacv of on* luch Combination, a 

Tractions is effective in animal systems n m- f^^JP^^^^^^^ ^ ]„^ii^,^ autologous tumor 

ducin, resistance to '""^f , "J C ccns adUed with BCG was initiated m pa- 

tumort. Similarly, attempts to immunize tumor- Materials and Methods 

bearing - melanoma patients with '"f j this study were; 1) 

mta Uiero with an .djuvam inch as Bacillu. SCO I K»» "nani ^ 
r.'iTett^l;' -VrtrriSSn or therapy, patients 

t^SS^R^n^'j^-'^^^^^ '"'""'IlKt",?!! ^„^v arid Uve"' b a n and'^boiS «ican,. Complete 
l^^y'an .ppcopriauon frpn, ih. Commonweal.h of P«.n ™y^and l.ver ^^^^^ ^pealed every 2 

,dd««: l>P.nn.c„. M-*cine. Tho;«. J-- ^e^s ?Se^hest x-ray. BUN. and'^'f^ J^^^^^^ 

>'»5"- „ . ^ su„^ o.lho«i.« fni. brain and bone scam were repeated wnen 

'Vt»^>^i^*-^'''^"'^l'''V^t,^i irallv indicated. , 

H.l«a. MP. 11,. ' R^fo^ t"^^^^ the immunologic statu, of 

— eachlatient was -a'-jj^ M 

driphia. ?.sm\\. ^ , . „ immunoglobulins, senim hemolytic comp 

Accq)i(d for publir»iion Maft^h 24. J" 



